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m&mz] mikmmwtf* m^mm. mmm. mit&. mm&. 
m 3 ] H G f mB*&&/x V E G F mfc* z m%}&.& tvx^ 

[**£8] HGFl^M/XttVEGFlfif^f^tl, E. 
0HGF^>7\°^^.tK/XttVEGF^>yN°^^©^MlC^-r5=fe©T*$>S, » 
1-7 V^ftl^BiCj!. 

C»*^9] HGFl^^M^fcU loHGF^t>;^i:©fffi 
C»#3S1 0] HG FlG?M/XliV E G FI^^H V J-'JjKV 

2] HGFM^^tJt/XttVEGFit^il^^tC^b 
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[0 0 0 1] 

F (JfF^HHIISitma^) I^M/XttVEGF (Jfitff ft^Jf5B®^) 

o 

[0 0 0 2] 

^<z>BKj^ifiitt*^^wT*^ < m&*-&ttttmmm&m&{tK.m& rt^s est 

roke 25,1022-1027, Stroke 29,1058-1062(1998). Stroke 24,259-264(1993), A 
nn.N.Y.Acad.Sci. 695, 190-193(1993)) „ LifrU i*l&©BKJfilflfttKt*JCteW 

LT^ltltttl h<Z)«fc y^Si(Z)^#{CB9#L/T^S (Stroke 25,1794-1798(1994) 
[0 0 0 3] 

, >f >^-Cr©jfii1P«f5feS:*l*i-*i£»Tf39s<, ^yebuT-Pu&mMizMh 

fe (N.Engl. J. Med.285, 1182-1186(1971)) „ * fc>e©|fe©W^JC J: o T, jfiiift*. 
HH*«f^H^ #9*tfliJi^ffiJft*ftiSH : ?- (FGF) 77$ U- (Science 257,1 

2 £B§E# 2000-3084233 



#2000 — 24 1 2 



401-1403(1992), Nature 362,844-846(1993)), ft&$fl|fl&*t5l0^(J.Surg.Res.5 
4,575-583(1993)), &tfifo#ft&fi5a!0^ (VEGF) & E LTifrtt&tf 

Z>Z.£.ifimmZnT^2> (Circulation 90,II-228-II-234(1994)) „ 3£>fC;fc#IS 
W# », HGF^VEGFt I^^IC rt##J|lftig5IH^i: Ut^MtS Zl £ 
MaiL/TV>S (J.Hypertens. 14,1067-1072 (1996)) „ 

mmtkmrnziA ti^tix^&o ^ussa-eii, h©^jfiiffi^stc 

[0 0 0 4] 

WfflMJBH^ (HGF) tt, #«fc*BJ»fc#LT#»&»8H£, 5««r&{JE3t 
?Sffi^ttK^M^?Stt$:^-r^'l/-r^- hD7>f v9*&<i h*>f (Natu 
re 342,440-443(1989)) 0 

HGF<DiiBic;j3tts#raicov^fci:, j^Toi^fc^tffc^tirv^,, -r^ 

HGF£jgM®M3 L n*/>3f^--tf<Z>c-Met/HGF U-fe - tt^tC 

^^c:feV^T#^®^D#^*^#Stl<5Z:i:*^e>tlTV^S (J. Cell. Biol. 12 
6,485-494(1994), 4*W¥7-89869^4**) „ SjE, HGF*«Ajfetf»©— a-O > 
WT?^#$tie3i:^^$tlT^»; (Brain Res. 799, 311-316(1998)) , 

ran*, hgf itmmK. £ w & fciiii«©3i«tt#s*BiB5EK:*f l t#» % 

tbtv^zii:^ Mil*: hgf fcKWtcifeiRfl&tcftA-r <S r £ iz «fc u ggcP:*: 

£3®lfi^K:&%7?&9&££tfffi&3ft'rv*£ (J.Cereb. Blood Flow Metab. 
18,345-348(1998),, n*l£>£>ftlj|fr H G F liKij(ll*0lI4ttg^#a? 
H bTf^ffi-rs=fc(Z)i:#*:e>tiSo 
[0 0 0 5] 

ffi#. Mi^^ifjas^- (vegf) ftft«fjBjc»L*r'^>f hs;*-^^ 
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^-5 (Biochem.Biophys. Res. Commun. ,161,851-858 (1989)) . f ni/>^rt-f 
l/t^-Flt, F 1 k- l%.&KDRZ<&tiVEGF<Dffi&Bm*. i&<D* 

[0 0 0 6] 

mmK&^TffiftizM.mzmmzftzzt.tfm'gzftT&v (Moi.ceii.Bioi.,i 

6,4604-4613(1996)) , £ fcjSfim* V E G F ««(Z>^ 
lC^^&T*>ofe3il*^^SnTV\5 (J.Cereb.Blood Flow Metab. 18,887-895 
(1998)) „ L^bffbV^i:l£#^oTV^V\> 
[0 0 0 7] 

a±0J:^4HGFfeJ:tfVEGF©^C[)jl, S!l©li^e>tt, itfMtf>#I< 
Zl*l&G)H^l±^^jfll^gf^it5®S^-'e^'5 (J.Cell. Biol. 119,629-641(1992 
) % Biochem.Biophys.Res. Commun. 161, 851-858 (1989)) „ ^jfiM£#§fHi> #tCg| 

©J: y^SB<Z)^#i:IH^LTV%S (Stroke 25,1794-1798(1994)) 0 ^tltk> ifil 

£#X.£>*l£ 0 Lfrbfc#e>, HGFifiWEGF 

[0 0 0 8] 
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f (Btmnfflmmmm^ i^w/xiivEGF (jfii^^Jt^H^) 

a 

[0 0 0 9] 

2f:|g^#e>tt, HGFMVEGF ©Ife^AlC J: o T, ^JfirifiJi<Z>J^ffi 
ICjfil^tf^Sr^t-SZl^^-r^S^ife)*^ in vivoT'Mbfe. *<Dffi%:. 
(a) HGF3fi^Xl*VEGFa[^h^>^7ai^i/a>^, SJSimiCfrfc 
oTZ:tie>©^>^^M3f)^l^"e^ffi^tl-Sr (b) HGF»^X(iVE 
G F Mfc^- h^2/*-7 ^2isa>lZ£2> fem& IC <fc U A JfirfK JK <D flga^® IC jfe^Sr 
^fcit^T^Sri;, (c) HGFlfi?XttVEGFa^©h7>^7x^ 
2/ a > JiiL« © mate J: o T 5 I £ jS ^ $ *i £ M<£> Jfit^*<&T 5: t&3^ "T £ © JC^Sft 
fit (d) r©?&*j£tt, WM*K:^iSLfci:£%^«r*e**£ 

Jn^.T*^#e>», fllJlitK:J:6?»J5SCA- l««CD»«tt#fe«IJfi5E^ H 
GF*-B^#AJC«fcU«l1t!ia*i«ii:€:t>Bffib*:. 

[0 0 10] 

(1) HGF»feW/XttVEGFa^S:tM^tl/ttttS, IB 

(2) m^rnw. mskmmm. mmm. hm&, mm&. m&tfa. 
#«^t*&s, stria KiscDi&RXB^R&SK 

(3) HGF»te^&t*/Xtt:VEGFate^£^^#£l/T^£-f H6s 
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(4) HG Fie?M/XttV E G Fi^St^il bttf tS, M 

(6) ^©WMBS^^JfilfC^S-rsM^^MilgJET^^, fulB (5 

(7) HGFl^^^M^^UTMtS, flg©#^IHI§<^rjKh-i/X 

(8) HG Fl^t^/Xtt V E G Fl^5:t»i: U ioHGF^ 
>;^W/XliVEGF^>A^il0^MlCftt5%0T^S, laSB (1) ~ 

(7) v%-rti^SB«<Z)^ 

<D~Z2bZ>. iufB (8) IB^CDSlL 

(10) HG Flfi^/XttVE G Flfe^H V J - U tfV- AO^ffi* 
T?3&£;ii:£#^£:-f Iff SB (l) ~ (9) vx-r*i^ffi«©ffl, 

(11) ?=Emi : &^a>&tt&zHZftZ>Z-liZ!®WL£-tZ>. tafB (1) ~ ( 

i o) ^imfrmmoM. &*>mz 

[0 0 1 1 ] 

*$&mizis^Tmmztiz> rHGFi^j mt. hgf (hgf*>/\°$o 

^^"rtg^S^^^-ro ^ttttlCtt, Nature, 342 ,440(1989), «j#fFf|277767 
8-^£t#. Biochem.Biophys.Res.Commun. ,163,967(1989), Biochem.Biophys.Res. 
Commun. , 172 ,321 (1990) ¥ IC|B*(Z> H G F <D c D N A £^j&tf>#m *g^§ 

(^^^;i/x^^^-, >?>r;i/x^^^-) £^&Ay£=fc<z>##if e> 

n«5o 13T-HG F £3- K-TS c DNAOD^HS^Jli, frflB^lClS^S tlT 
V^fl6, Genbank ^(D^- ^-^Cfc^StS^T^So figo T Zltl e>©I2#tff 

6 mil# 2000-3084233 



#2000—24120 
]fa^fi3fc®mRNAlC*fLTRT- P C R£j£&fre> Zl £ £tC<fc U, HGF© 
lecular Cloning 2nd Edt., Cold Spring Harbor Laboratory Press (1989)^© 
[0 0 12] 

TT'/W^U^XnDNA^ 2) IrflBcDNAtCfc U 3- KStlS^>^° 

9%.<dt$ jmmmzttvx im^<itmmi (#*u<a:««) ©y^yg&tfg 

NA, fc£(Z>e>t>. HG F i: LTO^iS&tn * & Ft6%©t» 

:£$&l$§(Z>HGF»te^©&ieK:^3:*l£o ZLZL-etalHl) &tf2) ODN 

-£/3>?£&£K:<fc y^^&C#€>r H^ftlC&ftrfBMolecular Clonin 

g^©*#«&##{CbT*?e> Clfc 
[0 0 13] 

^WlC^T^ffiS^S fVEGFl^j £ VEGF (vegf^w? 
fe3&JB«TtB*iaM^?'«:IB"r. -r&fc>t>, VEGF0cDNA5:W»tji 

^M^^tlSo VEGFl^m MCfeVATli^tCl^bT©^^^^^ 
>T^>^lCj:y. AmMW-zTZJ-fi VEGF121, VEGF165, VEGF189, VEGF206) 
©#35E#^^£*lTV*.g> (Science, 219, 983(1983). J.Clin. Invest. ,84,1470(198 
9). Biochem.Biophys. Res. Commun. ,161,851(1989)). ^^^C^^T teCItl 
v^-rtv© v E G F3tl£^£ & r A' nrigT'&S A^. £«5*»lc*fc?Stt 

#9ftV*£V^fij&frg>* VEGF165»fe^^«fc * LV^ 3 £ IC falBtf) H G F <D 

Wr&ummz, z:*ie>v e g f (Dm^j-izMvx^Mm^mvr^m^x^^x 
vEGFhbT(D#M^^t-s^>/\ o ^S:3- F-r^a^^^sRsy. * 
mm! (© v e g f mm.^-<Dmm ic^ $. n & . 
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[0014] 

^VEGF»te^=foHGFM^i:im*illC, £HK ($J*.tfScience, 246, 1306 
(1989)) &M<DmWlkTfT-#*-XK&&&ftT^&W&Wto&tzm^&. %M 

[0 0 15] 

T*J*T, (a) HGFl^X«VEGFiefh7^7i?J/3>t, S 

mmiztDfc^xz.tibv&yrtpm&mft'v&im-znzz.t, (b) hgfi^ 

MlCjfil^if^S:^#l?^S3:i:, (c) HGFl^X»YEGFife?©h7 
> X 7 a: * s/ a > fflM ic <fc o T 5 1 £ iS ' $ ti £ Bw © ikffiM. <£T £ te^t" 

soic^Tffesri:. fit (d) d©mge*£». HHMirtc^SifcLfcfcS*^ 

[0 0 16] 

J^ft&lcti:, !UJfirtiB» flgjifii^ flej^&, (^^El^TmJfii^ 

[0 0 17] 
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z.z."zmmcA - 1 tic i: i fei ^t-fe y , jtt&jfctcj:s#&jiif 
«fc tf^ffi zmrnx* £ £ r H &m £ *^ £ & o fee 
tewmigikfiE.* * * v > « ^ - > y > r sis t v > o fcttsagffiR a ©f&« x «^ r& 

[0 0 18] 

*$&miZ3S^T1iZ, HGFlfi?, VEGF^^#*i|i3£T*;g^5z:£%-e 

^©»-fi^i:#K:JBv*sz:fc*>T?£S. Sbfc. HGFjft^&tf/jGiVE g 

Fmte^H. H G F # -yWRXfi/JUit. V E G F # £ £0f JS^S 31 

£g*e%S. 0* L<ttHGF^>fe^hHGF^>^^i:©^-&*)i3r, BiVE 

g Fitted v EGF^>;^i: ©ffi*-^t>i±*e^> y , s e>«^ i<«hgf 

[0 0 19] 

A^ftt, Code No.HGF-lOHgO l:tMtSZi:=t)t*§S 0 fafB? 
n — — > U#e>tlfeHGF©c DNA&aS^^^^-JCj* AU Z. 

ti zmnmm izmAhx j&nm&fo zn. z: ©^k«*#©«*±» ^ e> s «r £ 

•TS*&tM.HG F * lil^SS (^U^.«Natue,342, 440(1989). 

4ffFSg2777678#^#M) . SfeVEGFdi^^tiHiCbTftSi^TfS 

So 

[0 0 2 0] 
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[0 0 2 1] 

a scmmmmm^ , ¥±*± , 1997, h #»fc^*^»*e^&«i»»flBfc a 

>Fzfy9. in* • -r-w - • xx, 1999) „ J^T. ^#»»c«il!"rs- 
[0 0 2 2] 

A. #fr^T/l/:*^#-£jgV'>SI§-£- 

»»^©at^#A«6i:UTH:, WftaU^y-A (internal type li 
posome) JC <fc-£>jft^-#A^ ftttftMytfy-ix (electrostatic type lipos 
ome) lZ&Z>mte*mAm. HVJ-UjKV-A^, gScKMHV J-ysKV-A 
(HVJ-AVEUrffy-ASO , b-fe^dt-^ttate^AtS, ^—r-rf/Uft 
"effift: teMISHFO fcil 5 felCDNA^S:illIJftJC^A'r«*& naked-D 
NACDtf:^#A^, iEmWaKy •e-K!J:*#A«6^©V^-r*l**©*SsK:«'r*r. 

[0 0 2 3] 

i©^%HVJ-'j-Ky-Mi, mK^&mr*fte>tif=LV #y-AtfncDNA 

££fAU $ e>tCZl©y iKy-Ail^^bLfc-fe^^V^-r;!/^ (Hemagglutina 
ting virus of Japan : HVJ) £ feft^S-efefeO"^^ ^HVJ-'J3K 

y-i^km^ytfy-A&tJtiKbT. «l^^fc<Z)SfeA?S'f4^S^c^v^3 
t^M^tst)©tfey, ^^bVA^A^M^fe&o hv j-y/Ky-Atf>§i 
»ffiK:ov%Ttt*« (^»B^M#,aHS : ??&»©3mift«r,^±tt,i996, Site 



ffifE# 2000-3084233 



#2 000 — 2412 



^#A&38^S?#rllS^,#±*±,1997. J.Clin. Invest. 93, 1458-1464(1994). An 
.J. Physiol. 271, R1212-1220 (1996)) &£*lCf¥L <7&s<t>tlTi3 

TteZiffc (ATCCJ:*JA^«rig) ##t:LV*#, m*mzitm<DH V J #c (flJAtf 
ATCC VR-907^> ATCC VR-105& if) fcM V^ -5 Z. t. i#T' £ £ „ 
$£>JC. naked-DNA©tiiA^tt, _hlB^CD ? "&**>ffi«J&#i6 

[0 0 2 4] 

CAGGS (Gene 108,193-200(1991)) pBK-CMV, pcDNA3. 1 
, pZeoSV (>f >tThn^>tt, h^#^->&) &i?(Z>fj!3§[^#-# 

[0 0 2 5] 

;i/x, "7^i/-7f>f^, /Ky#:*^>f;i/>u jj<u>r^^;i/^. $/>t^;*?>f 
"fe>^r>r^-f jix. SV40, &^£^>r (hiv) ^odna 

fgga^>r;i/x^^ y^j ^^ji/x^i^m^^^x^^ 

[0 0 2 6] 

^At5 i n vivog, M H h#e>&*«©jW]fc«:lt»J ffi ITMt'I 
te^«ffl&«<mfiJC#AU ^<Z>iftIfl§£#rtfCii-r e x v i v offitf&S ( 
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Um-V-^^>^. 1 9 94^4^^, 2. 0-4 5M> M^mm. 36(1), 2 

3-48 (1994). m^m^mn. 12(15), (1994). B*m& 
*mmm&m m&*%tmmnw&/\2/F7v9* • 5^- • a:*, 199 

9) „ *$M§T?tt:, in vi vo^WttV^ 
[0 0 2 7] 

[0 0 2 8] 

3«a»a»i»asK:J:»JIIK-t<&ri:*«-e§, ftf*.tiftrej&«$f (pbs» 

ma**, mstk^) tc*»Lfc«, &sicjscT7-r/u#-«*eafca 

[0 0 2 9] 

ti-t&Z. *»DNAtLT0. 0 0 0 1- 1 OOmg 

. $?S;L<fciO. 001-lOmgtS,^ ift£»H&V*U»*HlC 1 
LV*. 
[0 0 3 0] 
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[0 0 3 1 ] 

1) mi!SUMg(Z>*£* 

— K«?U — 59 h (350~400g; Charles River Japan, B^S 
^*rf?) VKJl>\£#—Jb± V V V 2* (50mg/kg, ^jgft) T*JfcB*U ft 

[0 0 3 2] 

2) HV J-U3Ky-An>^l/^^X©MiS 

HV J - U 3Ky-A^M^-r^}fe«)tC^fflbfc^tt35Cl^ (J.Clin. Invest. 93 
, 1458-1464 (1994) , Am. J. Physio 1 . 271 ,R1212-1220 (1996) ) \Z^M £ tlT V><5 £ 

3 l/*-^ 1 :4.8:2©m4ifcT??g-a-bfe„ (lOmg) «: 

tfc»Si±fe 0 flgflHUfeUBftfcl:, S»at^®#AS*ifc|8^**-«:Jrrs20 
0/t l<Z>*£§g&^*§?£ (BSS; 137 #M NaCl, 5.4/tM KC1, 10 /eM hUX 

-hci, ph 7.6) ^T*7K^s-&fc 0 3Kv-Afcfc, g wat-e^oi* a 

©frv^^i^ LTi^S (BSS 200/t l)„ MtL^JBi&m^l&mmic 

[0 0 3 3] 

StigHVJ (Z*fc) fcfc, l6JSiMfrK:3#|fflUVHR|f (l^afcU 11031 ;i/^/mm 
2 ) UT^fSftffcL/feo UaKV-AMWfc (0.5ml, lOmgOflBK&^i-*) £H 
VJ (»**4ml©B S S*10,000jfil«Jlife#ffi) ilM^Lfco 4 
TC*e 5#|SU -tUT-eCDlftfr^JCfii:^ L£#e>37"CT*30#|g-f >*=ls<- h L 
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£:„ 7'J-CDHVJ^>3 mm&43WB&4±K ioTHVJ-U /K V - A*T> £ |$£ 

£Am<£>$frn (J.Clin. Invest. 93, 1458-1464(1994). Am. J. Physiol. 271, R1212-122 
0(1996)) iZ^mW-Vf^tm, 2 Z.<DMW3 

[0 0 3 4] 

3)>r>tf3j?m^#A 

WSHMIR'vcDraftA, 2) flllKSACDfiA, &tf3) **f (^BIT^) ^© 
&A£f*SSbfco 

[0 0 3 5] 

rtSi&iPR^©^A-eii> m^zf^-V' K«iU-59h (350~400g) fc'O 

h/t;i/tr^r hu^in (50m g /kg. jk^i^) t*#b*u "tLxzmmmmt. 

T-tymisTtfV aL^l/^-fy^r — "rJV (PE-50. Clay Adams, — =l — z/v — is 

-^t^-s/^^n-) zteftmrnmizmAistc (Rakugi^o „ m&ftm«jm& 
mz-mm&&&T*mmmmMisr=. 0 hv j-yjKy-Aa^i/*** (urn 

igtf) T»M&JR^<Z>ifil««: £ i± 
[0 0 3 6] 

.4IKSA©aA , eJ3:, JfrftUfc^y h «:J£<£H£# (Narishige Scientific 
Instrument Laboratory, 0 ^HjjtjsCHS) lCg£. -£ bT^^fcSai 
WOTKl»tM/fc'r-7n>3itje» (FEPf, B ioanalytical Systems, 
-f7tWfxXh577>f7yh) l:ttSXf>l/^i*-a-l/ (30>7*-^ 
; Becton Dickinson, —zl — *;-v — y > l/>f 9 X) ^Ctt(A 

«. J.Physiol .271 ,R1212-1220 (1996) ) IC|B^$ tlT V> 3 <fc 3 iC LT£fl6fJK^fc# 
Abfeo 3fettH3taE*tt^C©i:feye»ofe. : ^l/^V 0)^5 1.3mm. #1880) 
#J#2.1mm. &0^^^®<Z>T3.6mm 0 HV J-'J:Hy-A3>^U»;^^ ^T'ffiSflK 
^tC^Abfc (20/ttl)„ HVJ-'j3KV-A3>^l/^9X^Abm SA 
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[0 0 3 7] 

ecton Dickinson, 'a-^-y-ffl75>^ 'J> W^X) ^KTIftfc: 
/il<Dm&MWi$:%i£lsfr&K^ HVJ-UjKV-A^M (100^1: 100/tg/ml) 
I^MIS&TlCLTev^o ^l^lft&^M©^^ (30,OOOU<Z>/^$/U >G) 
[0 0 3 8] 

4) i^-if- Fvzr^-mmt 

l/-f-F'^7-Y^-^- ( L D I ) ^ftt, #^2MimtCSo 
T&W.tft}tffiMfe*:^^i\^t=. 0 LDI^fA (Moore Instruments Ltd., ^ 

Sr^S-tiTSfe«)lC2mW<Z)'\y 1^— !f-#M<fr&3;;ftTV^o jfc 
0 ~10V©|ga©«JBE^g&{C^$nSo 0 VOD^ffi^jffiS: 0 %0>mffi.\Z 

[0 0 3 9] 
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[0 0 4 0] 

-galgSfeJSlC, 25 M.n&m^ft&WKZlOO tin? Z.KftMLfc 0 ^/t£X-gal 

T^/^yjJxX7T^--fer (ALP) Ifc-feffitC, 25/im©^®^^[f^SrlOO 
^mZT^lC^lgbfc. rtie>O)^S:0.3%<Dii^ffc7KilS:^-rSPB Sil^lC 
-f>^/<~ M,T, ftHffi^l/^-^-iftS&fcTtf, f LtffiDt, 10% 

®-?"7j|f$:tt5PB s*^#«iLfc— &M#Xtt i:#jc^a&-e60# 

JU*3rZ/tf~- Hmz-fW^T. (Vectastain ABC kit, PK 6100, Vector 
Laboratories, # V V *)V—7ft\A- V A) S^V^a^-hLfe. #t 

[0 0 4 1 ] 

6) flg^M* (CSF) tfifflHGFMVEGFCftSELI SAg 
l^fi!l^l6ffll©»^|?rMt^lC 7^14 0^©^ y h^e>#e>tl^CSF (100 /tl 

) ^Zltl^OH^ffilC^ffibfeo 7»yhMthHGFttELISA^yb (In 
stitute of Immunology, iflEMiP) t'Igl, f ttk bVEGFtiEL I SA 

(R&D systems, ^ * y #*fU * T^V X) "e?H!l5£ l/fc„ 

[0 0 4 2] 

7) »Wm 

HhHGFJt^^tt, t^OHGFfflcDNA (4#fiFS2777678-S§) Sr^^lC 

«fc»j*n-^>^u ^&»?^-pcDNA (>f >tr bn>f>?±iS) ic 
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khVEGFlfe^tt, \l Y VEGF 1 6 5 CD c DNA (Science 246,1306(1 
989)) £?£2£{CJ:»;*n-->^U Zltl^^^^-pUC-CAGGSC 

KhM&*.HGF&. thHGFcDNA (#^2777678-^) fc^'*?*- 

pcdna u>if huf^nm) KWAVfcmmx.mm'<>7*-T*?-v(-- 

XJ\ AX^f -BMffim (ATCC) X it C -127HHJB& (ATCC) S:h^>^7ac^S/a> 
[0 0 4 3] 
[0 0 4 4] 

itC^oTHVJ-U3ify-AI:ilibfe„ 

*i\ HV J-'JjKy-A3>^l/>y ^^.Sr^y h ©PWlM!iUcE^i£ALT 

Lfc. HV J-U3Ky-A&K:j:£i8-#^* h ^-1?^fc^©&Ate £*> 

TI&^©&A fc^JS *T 5 Zl i; # <fc *J &$JT*& £ 3 £ £ ^ Zl & o fc„ 

[0 0 4 5] 
HJ60H2 

HGF^VEGFlfe^0>f>^h7>^7x^^H> 
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HGF^VEGF l&&?-<Dm.&*mA<D$b%: &%I2> t=.&> IC. x-y -9*SST*»H3Mli 
WL (CSF) tpT*<DZnfi>fr*<DZ>rt>7Ktmm*:Wfels& (n = 4. #f¥) 0 
#*J{C|©fi!f^l&ilin©WSiff. 7 Bffc&tfl4 H&lC*fM^y h (HGF^VEGF 
*te^#A©J&fc.V*»JB'<*#--T**t«) ©CSFcfiCDt hHGFMVEGF^ 

[0 0 4 6] 

HGFlfe? (HV J U3KV-Attr©a^ : 2 0 ^g/ml) Sr^lfrMBI!^ 
A^Jc^JBlTflSlc^AUfc^y h©CSFtfi<Z)b: bHGF^r>;li'IgI$:I 
^bfco h7>^7i^ % >a 7 H g }C> tbHGF^ajStlfc^ ^^h 
HGFttMSM^ofe (S3) „ MfrM£B!^£*lTV^V^y h (1.63+ 
0.16ng/ml) ZmmmZmmZfrr^V h (1.67±0.29ng/ml) it'gf^Mtt 
fcj^ofco h^>Xy^9isa>&.l4BmX*Z%.. t hHGF^ (0.40±0.04ng 
/ml) -etfeffiStlfc (03) „ 
[0 0 4 7] 

JifBCDHG Fitted J: VEGFlfi? (HVJ'J/KV-A 
: 2 0 fis/ml) Sr^^MTl^^Abfciir 6, CSFtpCbhVEG 
FOD?gm±HGFi:»Jtt^^lC<E^ofc (@4)(7HI; MfrH&glf^£ tvT V* 
fcV^ y f--£18.9±2.9pg/«l, mWtffi&fflm-Zftfc^y h"-ei6.8±5.8pg/ml, 14 

hb; ^i^£B!S£ftT^fcv^y hT?ii.7±i.6 P g/mu mmmzmmtsfrfc 

h"t?9.9±i.5pg/mi) „ z:tie>©^<Z)z:cJ[)^M©S*li^WefeS3bv ®4£ 
tf> Jfa$&*<gT £ Mt5 & IC li H G F & b T JfoHf #f£ &4l5St*ii:tf 
<fc y & £ J: -5 fcUB*> ft S o 

[0 0 4 8] 

HGF h^>X7aijyS/H>K:J: < 6JK^lg'eg>J<ilgjBr^ 
HM2 fcH«ft©^fRS:J(5L/fc9y b<Dffiffi*m^T. CNSC^WSHGF 

atfc^#A©jft*ir£#*&ttSbfc. jfiifrt^iiiiS^tffit§7A 

*'J^77^-f (ALP) Sg^&«Mbfcj|B»J»a^»^«f€:HJ6bT, JK 
rt&OfMiaflDrt&ttJfi&lftttJbfe. HGFjfte^ASftTV^fcV^y hTftt, 

1 8 HifE4f 2000-3084233 
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alp m&MMitffiwmmm® mmwRtf 1 0 ^<z> mo> ft® k m& s nx v^ r=. ( 

0 5 ©A, C) „ mVfcm^Z.HlZHGFm&i^'mA^y hXit. ALP®ttll)ig 

hTJ:y^<i^iiiCl^S^ (05CB, D) „ T rtlkCDjjgJllkiU H 
GFitte^#AlCj:oT, ^IC^Jfll^CDBg^ffilCjfil^fff^A^ 

[0 0 4 9] 
HJ6M4 

LP I hg)||^Jfil^ (CBF) 

©Ilililf t®7 >y h ©C B F 5:M L t„ **JJC, BtSftu li:^ 7 
B^&m4BgHC»te^£^A£*l,TV>fcV^y h©CBF©^fc5:Ml/fc. 

^snfcj;e>jc, cb Fitnmmmm(Dmmm.mzn^v. *vxmmifrt?m 

lZ&*lZmtaVt=: (06) „ L&bft#<e>, CBFtt^t^^hfcMbtlB 
**7JttJPl4HBK: J ?>tt»J0*JCJ:»Jfi**ofc (06) „ 
[0 0 5 0] 

#CtC, SSglTtHGF (200 tis) , HGFie? (H V J U jKV- Atf»CD«fl[ : 
2 0A*g/"l) > Rtf ffiH^. H G F t H G F I^fflifi^^t* jiftt L 5 y h S 
WfeVt=. 0 ift&HGF»t£?-;fttWfilM.HGFH:, HJfeM2 J3cktK3 fcHC< 
f^lTKfcaAUfc. #&«fc«ttlRffl*<Blo#ffeK:^liLfc. ffiiAHGF 

*f-fig: 886.1 + 99.6, itAHGF; 985.5±142.4) (0 7 )„ bfrbfc#^ HG 
Fl^#AlC<fc§j?LfT'tii^7 HSICCB FtfgWcJfflnbfc (1214. 5± 
145. l)„ IC, m#!^HGF£»^#A£Miiri2:T&ttLfc^y h^li, ^« 

cbf ^Mm^-mxmmcDm^ n itm b x i b b ic « & <t y o ^ 

(1490. 3± 197.9) „ Zl4xe><3!)^J:y> H G F»te^#AlC J:SJlilf i^^i 

mhgf (Dm^i^m^m^mx^^ z. £#^3 

ftfi#> VEGFlfef#At)CB FSrJfim^iirfcZl^^b (1122.8±265.3) 

(07) , vEGFmm*%m<nfaWtmi&T<Di&mzmmx&zz£&w*>frii 
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[0 0 5 1] 

Lfeo H"*^V>r£tC H G F Xii V E G Flfe^t'tlillalC^ttS ill 
mmfflmiCZZCB ¥<DWP^WS±^tc (Mm; 459.4±97.4, HGF; 796. 8± 
204> VEGF; 737.6 ±211.5) (0 8) „ Zltl e>©^^l±> llJfilfulCj£^£ 

t.&. hgf £VEGFmttmAtfmmmmiz£z>jkm.AfeT*mik (=?m) 

f £ © IC^^&T? & S r i: £^ b T va § o 
[0 0 5 2] 

H^II. HGF^^CJ:&flg|g)#^^g)ffllM^g>^ftf 

mMkKlZM&®>*X$ (#M50g~70g) £&ffiLfco 24TClC$tf££*lfcgPM 

##fco Tshamj : n> hn-;i^y^/-^ (j^jfiLM^J&b^;i/-^) , Tvehicl 
e] : MfiH^ifrMS^^jfityA-y, Tpost Gj : MfltfM»M5#iS^]fa^HGF3fi 
fe^iA^-^ r P re Gj : W«ffl»IR5^iarilJliliifHGFa^«tA^- 7 

„ r P ost rj : -mmmwjMttm&sh&L 1 e u n y \z± y b hgfis# m 

, 20%^. 80%^<DM^T*il^L^c #M (MM) ttmiC^n^-U^ 
GF*t>£^ (20 us) ^^^ITKJ: UttttlHy^ALfc. bf > h HGF (30 

us) ftmmmfemzi/^mTm&vmwi^n^ist-* ««%^-s?«:37 

2 0 ffi§E4f 2000-3084233 
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mWLtp<DEGFmm<DWfe\Z. t hHGF ELISA^f V h £M V>TfTo fc. 
[0 0 5 3] 

[0 0 5 4] 

Stlfc (09) „ 

[0 0 5 5] 

tlfc (01 0. vehicle^) „ ^*UC*fUHGFjt^ (PreGfc <fc tfPostG^) 
VM*U :a>fcf-*-> hHGF (PostR^) M^ttWS«ffflS5E^^lC«J 
fWSftfc (01 lR&mi 2) . PostG»©K«H»*cfiHGF»lgS:ELISAffiJCJ:y 
$f5£bfc£33, 7Bmz3S\,^X%IlGF<Dftm'tfmtbZ>tlfc (013) 0 iot, 
AM Jfil JC <fc § SUgteflriS iffl Jg*E CO ffljfg {C HGF##£fr T* $> Z> Z. £. tfB £ *l . 
[0 0 5 6] 

HGFlx-fe^#-T&£ c-Met©^^& £ &&m&mT*ikPi CA-lM 
(01 4) „ 

$ e>icTUNEL3£ic «fc ycA-ifg^fcas^TTtf i — i/^&mz-vfcn&fflmzm 

) o ^JUCfcf UHGFJt^|g#i¥ (PreG;fc«}:tfPostGg¥) Ttt, yaKh-S/*tt« 
£A,if^m3*i:&;fro£: (015) „ £oTHGF»^©©^te, #^JBS©T 

^fc, &^&{C<fc »;^|jf L£„ Bcl-xLCD#83l£01 6 IC, 3: fcHSP70C9#g3|| 
2:01 7&tf01 8lZj&Ct=. 0 MX yrt? £*>HGF»te^<Z)t£#fC J: y W&ffijfc 
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[0 0 5 7] 
[H*^©^] 

«fc »J , H G Fl^W/XttVE G FSt^F- tt^t 

[01] 

gilt J&3tffi0)j3-gal 

K©m^®T*fes 0 r, hvj-'mv-a (imi) <Dftmmmft&A'. tp, H 

VJ-UjKV-A (lOOyttl) <D±W (^BITIS) WaA; Jt, HVJ-U/tfV- 
i> (20^1) ©M^&A„ n = 4„ 
[02] 

021*. MF>3<5D/8-gal (0 * h 5/*f-1?) ©»3S€:^ i r&«<Z>^JB^SC" 

) fiftA„ 
[03] 

7 d liHG Fife^A 7 H g©7 y h S:, HdliHG 

fe + fcta^Ufea^-r, 3%jftteHGF<Z)mg (ng/ml) fe^-fr. **: UT 

lC*fLTP<0.01 o n = 4 D 

[04] 

04 14, aiy-ifjSJCJ:*^ MHMI?l*#T?©t: h V E G Ftf)>f >tf > A° 
^IM^ty77t'fe5„ 0cp, UT(iVEGFI^5:^i«:^W^ 
^-t^iLfc^yh^ 7 d»VEGFl^#A7 HS©7 7 hS, 1 4 d 
» V E G Fl^iA 1 4 H B ©7 y h Satt. ££:0#. - ttUMRftEHSfti 

2 2 ffifE# 2000-3084233 
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tife+izmmmv z^-to mmizvEGF&mm (pg/mi) ztf-t* 

** : UTlC*fLTP<0.01 o n = 4„ 

[05] 

Fm^^h^>^y^^^Byht^m> c (t&) . mmmmm&i h@©/< 

J>^>*^:t*S/a>Lfcffl8: D (T*) . lililt? HB0HG 
[06] 

0 6fcfc, U—if- Fsr:7^->f (LDI) TM^bfcBiJfii^^^im 

dttm^7H^$r, i4daKgi4Ht©^^to mm (flux) itm 

m^^^^^-to prelC*fbT, *P<0.05. **P<0.01 o n=6„ 
C®7] 

g7tt, mMg»£&7 H BlCLD I T'lSbfcCB F^t^7T*«>S 
„ 0*. UTttW^^-T^ilfc^^hS:, RCfcMflSI^HGF (200;etg 
) T'^SUfe^f M:, GENEttHGFl^ (10/tg) T'^Itfe^yhS: 
„ GENE&RCttii^.HGF (200jttg) tHGFl^ (10^g) t'^f t 

tfcVEGFC^SGENEttVEGFlfe? (2 0#g/ml) *e 
®gbfe77 hCD&MUfc^o (FLUX) ttK*«W£«&3a*-r. U 

TlC^fL-T, *P<0.05, **P<0.01. n=6„ 
[08] 

0 8«, mmme>mmmR?fw:mzi.n i T«tfecBF^t^77tfe 

tt^fc. HGFliiiil7 HtfffCHGF h =y ^7.1 ai * */ a > £fTo fc^ v V 

<Dmmmmmw.&.e>ffi$k*:. vegf itmmmmi Ht&icvEGF b 7 >^7x 

*£/3>£*To£:^y h©^l*MgaiSli:^©^5:^i-o postlC*fL/T. **P< 

2 3 tfJlE# 2000-3084232 
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0.01 o n = 5„ 

[09] 

09(i, mmffi (0>£Brain surface) $gBCA-lM^(0 c P : CAl)<Z> £ -gal ( 
[010] 

01 0&. MOTCM^^ifoM&lci: ^MCA-lM^tc5g^tt#MMUS5E^ 
^*e>tlfe^Sr^-r, m^^^m^H-e^So H*, Sham ope.7days 
3> M3-/1/ (^«t«<Z)*T^Jfilf!I^b) 7BBtf>*£JH£, £fc Vehicle (4 
days,7days) l«fi!l0.i&^ifil^4 H B&#7 H SCD*gUI£. -^ft^^o 
[011] 

£#A-f SZl^lCJ: ^MCA-lM^^ffiW^^*^^^^^^?:^ 
"3% m®tM'?£K<»1&3£^"e%>Z> a 0^ P os t HGF gene(4days,7days)l±W{W^l& 
Ji)il^lfilli:^lCHGF3»^S:#Ab^4Ha^7H Pre HGF gene 7day 

&unmmmmm.ikw.Ms iznGmm^ &#a v t=. i h e ©a&ai * & t-hgf 7da 

ysttM{WSiftJilil^lfillt:^lc«a«I^.HGF^ 5:iAlfc 7 HS©^5:, 

[01 2] 

012tt, ^bTVASW^M&^fe'rSZl^lcfcU. $SMCA-1«C<Z>WS 

*£HI&. vehiclettWfi9^1&SR^ifil©^mS:> Post GttMffiff^l&MJfil^^HGF* 
fe??:iAlfeS*S, Pre GlMffl!I^»rlDit^JfilBfflCHGF^^S:#A b^^5: 

„ post ^mmmmmmskmzmWk^GF^ >A?5:iAbfe^t 

-^tl^i". vehiclelC^f bt, *P<0.05. **P<0.01, ***P<0.001 o 
[013] 

tt.EGF(D #>A>?mm (ng/ml) fcj^U £ fc^tffltfJ P st HGF teHGF»fc^#A 
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<Z>*§HI£. shaman > hn-/l/ (^ifiiJfM&b) (Z>i^HI£. ^ti^ti^-fc 
N . D. m S *l ^ o jfcgJH £ 3% t. 
[014] 

014li, ?&JISCA-lM^lC£#& C-Met©^*. &^l£&2£lC J: *Jg?#r Vt=. 
[01 5] 

01 5tt. ?SJHCA-lM^lCfeV>mKh-$/^$:j@r Lfe#^i|g^TUNEL^ 
{C<MJI£&bfc*iMll£:ati\ i^i?K©I?0T*feS. 0*, DND 7days«M 
fiHSit&^Jfil^ 7 HB-eM^W^fflllS5BS:@rbfc#^fl&$:, Post HGF gen 
e 7daystemWm.WlM&lk&mzEGFmm?>$:mAVf~7B @ £fcPre H 

GF gene 7daysttW^»MMlfiieBalCHGF«^$:^ALfc7H ^ 

[01 6] 

01 6te, ^MCA-l^Klfctt£Bcl-xL©^&&^Sg&8;lC «fc *Jfl¥#f bfe*£ 
^^•T, ^^SOi?@t*^5. 0tf», shamAZny hU-JV (MtffflSfc 
&b) ©j^?:. post HGF (4days,7days) liM^^iJiPR^jfilift^JCHGFJt^^?: 

[01 7] 

017&, mmmmm&itiw.mzEGm^^mxmBB<D. mmck-mmz 

fctt-5HSP70<Z)|g3l£, &&m&lZ J; y«p«f bfe^Sr^-TMISS^KCDm^ 
[01 8] 

018&, jgMCA-lM^tCj3^^HSP7Qg)^$:, &&tfe-fetC <fc »j ffg#f bfcSg 
JII£^-fM8&ii^K©m^0"r&5o 0* Sham.»n> hn-;i/ (^ifil*!l$tfc L 
) <Z>f£JH£, Post HGF 7Dt«M^i&iiK^Jfilll:^iCHGFat^S:^Abfe7H g© 
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mm*] mmm 
mm] 

m&mm] hgf (mmwmmmmm*) m&*%.zf/xi*vEGF mm 

. mm&. mmst. mitm&ffi^ r^y^^-mmx 

^(Dffijkmmmotbmxit^ffiM. &&w*¥mmmxiz^mm$:# ^mrmz 

% mum &u 
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1 



ftWEffi 2000 — 3084233 



#2 000 — 2412 



ffi m a m m m 



(0 0 0 1 83 3 7 0) 



1 . ft B 1 9 9 0f 8^ 9B 

ft ffi ^BR^^4>^g5t^Br2TB 2#8^ 



2000-3084233 



